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Ures may prevent or alleviaie this comgiication,

9. Sevare, occasionally fala, skin reactions have bean repon-

. The mechanism of action in hewmalold arthritls is unknown; i JRA (3.75 1 26.2 MO/me), the lerminal hat-iiie has dean reported 1o

mnmmn SHouLo e ”“”.f 'f,"v mile%"am afect mDuNJ: function. Two reports desesibe 0 vitro metholraxaty ln":v range from 0.7 1o 5;l hours or 0.9 16 2.3 hours, respactivaly.
bition of Oistrid Aftet Intra Ihe initial volumg of gjs.
anolher deserides in anim; DAL corection by Uribution I approximataly 0.1 L (18% of body welghl) and sisagy-
3 o :g;: v'wmo o llﬂ;mun 5 appraximataly 0.4 10 0.4 m’“uo%'m
3 of Wl.mumuwmmmmm ates lor
offacts. Clariication of mathotraxale’s offect on mmune acivity and its *ive umm $C1053 call mambranes by mang of a $ingle carrigr-
Sludiss. madlted aclive lransport process. A S4rum concenlrations grealar Ingn

DEATHS MAVE aEeN REPORTED WITH THE usSE OF
METHOTREXATE IN THE TREATMENT OF MALIGNANCY,
PSORIASIS, AND RHEUMATOID ARTHRITIS.
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THE USE (F METHOTREXATE HIGH DOSE REGIMENS RECOM-
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women of polsntial uniess there s claar med- Y 1 fecant evidance sugoests that high doss matholraxale may aiso over-  for ©x4nded periods. The retention and orolongad drug action of thege
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Some cases, disconty of Sodlum Dose Pack for | With 3 weak y Hall-Liy ~ The terming! half-lite teporiag lor matholrexate is approyi.
matholrexats adminisiralion, dosing scheduls of § mg, 75 mg. 10 my. m. and 1§ mz (NSAIDS) and/or prednisans, methotrexale Olven woakly 2) 2 w‘;:z: malaly Ihrae 10 n howrs for patents Tecaiving Irealmant for psoriasis,
Melhciraals Sodium Tabisls contain n amount of metholrexale of 10 mg/m* provided significant clinica) Improvemanl compared fo o eumaloio Ahrils or low dose aniineoplastic Warapy (less than
sodiven equivalent 1o 2.5 MQ of matholrexale and the following inac- 9lacabo as measwred by elther the physiclans global assassment, orby 30 mg/mi). For paianis Tacaiving high dosas of methotraxate, 1y Lor-
tive ing, : Lactoss, M, Stearale ang p, 2 palien! composhs . mmnmwrywum mm«mmmmm
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adminisiration, §0% lo 90% of the agministered dose is excralad
unchanged in the uring within 24 hours. There is Simited billary excretion

Patiants with psoriasis of rheumalold arthvilis with alcoholism, aico-
holic livar disease or ofher chronic liver disease snouid not receive

amounting 1o 10% or less of the dost.
racheculation of matholrexals has been proposed.

Renal axcrsiion occurs by glomerviar fikration and active lubular secrs-
ton. Nonlinexs ubisa

Palisnis with psoriasis of rheumaloid ariheitis who have overl of labara-
tory svidenca of immunodeficlency Syndromes shouid nol receive
ml
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Patients with psoriasls or sheumalold anthritis who have pragxisting

, Such as bone marrow hypoplasia. levkopenia. throm-
bocytopsnia of significant anamia, should ot recelve methotraxate
Pallents wilh 3 known hypersansitvity 10 matholrexate Should noh
tocsive I drug.
WARNINGS - SEE BOXED WARNINGS.
Mathoirexats formutations and diluants containing preservatives must
00k e used 107 lntrainacs! of high dose mathotrexdte therapy.
PRECAUTIONS
Gemaral

‘methotraxate closaly. Most adverse reactions are reversivie

eaty. Wnan such raactions 80 oceur, the drup should be 1educad '

dosaps or discontinued anG appropriale cosrective measures shouid be
L] se of leucovoria caiclum and/or

INDICATIONS AND USAGE

Nooplasile Diressss

Ketholraxale Is Indicaled In the Lreatmant of gestational chorio-
carcinoma, chorioadenoma destruans and hydalidiform mole.

{n acuta lymphooylic

leukemia, metholsaxate Is Indicated in the prophy-
taxis of meningeal Mukamia and Is usad in maintsnanca therapy la com-
Dinaticn with othar chamoiherapeutic agants. Matholrexale is also indi-
caled In iha traatomant of maningeal leukemla.
Matholraxale is used alone of in combinstion with other anticancer
agants in th treaimant of breas! cancar, spidermoid G.I,ll:::l of the hesd

. u!

aculs, inlermitient hemodialysis with a high-flux dislyzer. (Ses OVER-
DOBAGE) i mathoirexals iherapy is Isinslitutad, it ShOUIO be carried oin
with caution, with adequale consideration of further nasd for he drug and
with incraased aleinass as 10 possible recurrence of toxicity.

The clinical phat of metholraxate has nol been wall sludied in
cldat ingividuals. Due to diminished hapatic and rana) tunction ks well as
decreassd folate 510es In this population, relativaly low doses should be
considared, and thase palients should be closaly monitored for early
signs of toxicity.

intarmalion for Peilenls

Palients should be informed of the sarty signs and symploms of toxicily,
of the need o ses Ui physician promply if they occur, and ihe need for
close lollow-up, incluging pariodic laboraiory tasts o montior loxicity.
Bn:m 1he physiclan 3nd pharmacist should emphasize 1o the patient thai

and neck, sdvances mycosis fungoides,
and fung cancer, pasticulary squamous cil and small call types.
Mathotrexate s 2ls0 used [n combination wilh other chemotherapautic
agents in the Weatmant of advanced sisge non-Hodgkin's lymphomas.
Mathotraxals in bigh doses foliowad by leucovorin rescus i combiration
vilh other chamotherapautic sifactive in prolonging ralapse-
irge survival in pallenis with non-melastatic osleosarcoma Nve
undargons susgical resaction or ampulation for the prmary tumor.
Paeriasls
Mathotrsxate is Indicatad in the symplomatic control of savers, recaici-
tant, disabling psoriasls hal is not adequately responsive to other
torms of Iheragy, Ouf only when ihe dgacsis has been aslabiished. 35
by Digpsy anr ane lologle consuNation. 11 i important lo
ansure that a peoriasis “flara” is nol due 10 an undlagnosed concomitant
disaass allacting immune (s5PONSeS.
Ahoumalold Arthritls Inciuding Poiyanticslar-Cowrsa Juvenile
RRovmalaid Artrilis
Mathotraxate is indicated in the management of salected adults wilh severe,
sciive, Meumatold arthritis (ARC criterla). o7 chiidren with actve polyartic-
Uhar-co0rsd ovanie rheumalold aretis, who have had i insyticient thar-
apautic responsa 19, of are inlolerant of, an adequate tril of frst-tne thar-
apy including full dons Acn-steroidal ant-inflammalory agents (NSAIDs).
Aspirin, NSAIDs, and/or low dase sieroids may be continued, nmugn
wnmammmmmmmmunw 3
Including salicylatss has nol besn fully axplored. (54 PRECAUTIONS,
Drug niaractians.) Sierolds may be raduced gradually la patients who

\raxals. Combined use of mathotraxale with goid, peni-
chiaming, hydroxychioroquing, sullasalazine, o cylolouc aganis, has
ol baen sludiad and may incraase ha Incidance of advarse eftects. Rest
and physiotherapy s indicaied should be conlinued.
CONYRAINDICATIONS

cause fetal death or sftects when admin-
istered 10 8 pragnant woman. Methotraxals is contralndicated in prag-
nant women with psoriasis or rheumatold artheitis and should be ussd
in the reatmant of neoplestic dissases only i
oulwaighs the fisk o the lelus. chiidbearing pountial
showid ot bs siartad on metholraxate until pragnency i excluded and
sarious risk Lo the letus (see PRE-

be avoided i
methoirexate; dufing and for 3 minimum of three months afar theragy
Tor male patiats, and during nd for ai least ons evulalory cycls atter
therapy for femats patients. (Ses Boxed WARNINGS.)
Bacauss of the polantlal for serlous adverse feactions from methotrex-
als In breast fad infants, K 18 contralndicatad ln aursing mothers.

[ dose is taken waekly 1n rheumptoid aruiwitis and pso-
rlasis, ang that mistaken daily use of 1ha racommended doss Nas ld lo
fatal toxkity. Patients should be sncouraged lo read Ine Patient
inviructions sheti within the Dose Pack. Prescriptions shouls not be
writton or refilied on & PRN basis.

Patlents should be informed of the potantial banefd and risk in the use
of matholrexats. Tha risk of etfects on reproduction should be discussed
WiLh Both male snd {emae patients taking maethotrexate.

Labsratery Tesit

Patients undaigoing mathalraxats Iherapy should be closely manitorsd
0 that toxic effects ara detected promplly. Basekne assassment should
include 3 compiela Blodd tound with Sfarential and platelst counts.
Nepalic enzymes, fanal lunction asts, and 3 ches! X-ray. Ouring thetapy
of heumatold arthitis and psoriasis. monioring Of these parsmaters it
racommended: hemalology at least monthiy, rena tunction and liver
function evary 1 1 2 manths. Mors fraquent moniloring is usualy indi-
¢atsd during antinaoplastic tharapy. During inflial o+ ¢ doses. Of
during pariods of incraased risk of dlevalad matholrexals biood fevels
(99, Gehydration), mors frequant monitoring may also be indicated.
Transient iver function test abnormalities are obsarved fraquently after
methotraxale adminisiration and are usvatly not cause for modiication
of methotraxale tharapy. Persistent iver function lest abormalities,
and/or daprassion of serum albumia may be indicalors of serious liver
fouictly and raquite evaluation. (Ses PRECAUTIONS, Organ Sysiem
Toxlelty, Hopatic.)

A raiationship betwagn abnormal liver funclion tasts and fibrosis or cir-
1nosis of 1he liver has nat been established lor patients with psoriasis.
Persistent abnormatities in kvar function lasts may preceds appsarance
of brosis of cirrhasis in Ihe rheumaloid arthvits poputation.
Pulmonary function lests may be usetul i mathotraxale-induced lung dis-
42se Is suspectsd. especially it aseiing measurements ara avakabis.
Drog interaciions

Nonstaroidal ant-inflammatory drugs should not be administered
prior 10 of cancomitantly with the high dosss of mathotraxats used in
the treatmant of of some
NSAIDs with high dose methotrexale theragy has been reported lo eis-
vale and prolong ssrum mathotraxats lsvels, resulting ln deaths trom
savere hamatologic and pastrointestinl touicity.

Caution should be used when NSAIDS and salicylalss are administsred
concomitantly with lower doses of mathotrexals. These drugs hava been
1eported 1o reduce the fubular secrelion ol metholrexate in 30 animal
model and may ephance s loxicity.

Daspita the polantial Interactions, siudies of metholraxale in patients
with haumaloid anthrilis have usually includsd concurrent use of
constant dosage ragimens of NSAIDs, without apparent problems. It

should be appracialed, however, thal the dosas usad In
arihritls 7.5 10 15 moAwesk) are somawhat iows? than thoss usdln
psoriasis and that larger doses could fead to unaxpacted toxiclty.
Mathotrexale Is partially bound ta sarum albumin, and toxkcity may be
Incredsed bacause of displacement dy cartain drugs, such as salicy-
o, , and sullonamides. Renal tubular

€an suppress

prior lo d
s or cirasis. Thesd isions may ba datectable only

Mathalreats may decreass the
lavels shouid be when with metholraxale.
Vitamin tonlaining folic acid or Hts dwivatives may 1) peeineapy

Praliminary animal and human st have shown that small quan-
intravenously leucovoria antar the CSF

as S-mathylatrahydrof , In humans, remain 1 - 3 orders of

magnitude fowsr Uhan tha usual mathotrexaie concantratiol

ns fotiow-
ntrathecal adminisiration. Wowwver, high 60388 of Isucsvorin
aoministered

by blapty. The usual recommendation is 1o cblan a ver blopsy al
‘of shortly altet inkistion of thetapy (2 - 4 months), 2) a

total cumulative dose of 1.5 grams, and 3) ater each addilional 1.0 to
o any clerhosis nommally

prot . Aihough thase
changes 3 ysualy nol & reason W avald or discontinue

i
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!
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ing

may raduce the efficacy of
Folate deliciency stalss may Increase metholrexate loxicily.
Trimsthoprimvsuliamethoxazole ban farely 1o increase
'bons MaITow Suppression in paleTs recelving methotrexats, probably
by an additive antifolate effect

ad of Fanlity
No controisd human data uxist regarding (M risk of neoplasia with
imathotrexats. Mathoirexals has besn evaiualed in 3 sumber of animal
studias for carcinogenic potential with inconclusive rasutts. Allhough
there Is evidence that methoirexata causss chromogomal damage lo
animal somatic calls ang humaa bone marrow cells, the ciinical 3ig-

famaing uncertain. 3] 0d othar
lumots have been raporied in patients (scsiving low-dose ora!

patisnts of younQ adults. Methotrexale causes smbryoloxicity, abor
lion, and fatab delects in humans. It has aiso ban rporiad 10 cause
impatemend of fartiity, and mensirual ﬂ“m in
humans, durlag and for a short period altar cassation ol tharapy.
Pragnancy

Psoriasts and rheumalold ahritis: Methotraxale 1s In Pregnancy
Category X. Ses CONTRAINDICATIONS.

Nursing Mothers

Sea CONTRAINDICATIONS.

Padiatric Use
Safety and effectivaness in padialric patients have bata established,
only in cancer and in Course juveniie
sheumaloid anheilic.

i
:
%
:

In theumatold arihvits, age at firs! ysa of matholraxale and dusation of
therapy 1ad a5 risk factors lor hepalotoxicity; other risk
lactors, simiar to thosa observed in prodasis, may be prasent in
rheomatold arthiis but have nol basn contirmed 10 date. Parsisient
abaormalities In iver funciion lesis may pracads appearance of tibrosis
of clirhosis In this population. Thars is a combined reparied exparience
1n 217 theumaloid artheitis patients with ivar blopsies both bafors and
dwing resiment (sher 3 cumulative dose of at least 1.5 ) and In
2 blapsy only during treaimant. There are

1 Nbrosis and | (0.1%) case of cierhosis. Of the
2383 of Nioroals, 60 were deemad mid. The reliculin sain 1 more

33 may INCTeAse thesh figunes. it 18
unknown whather aven longer us wit InCrease hese risks.

Ou 3 psy

and ivar tunclion dast abnormaki

abumin Delow the normal 1ange (in the sating ~f well controlled

rhaumaloid anthrilis),

1 the results of 3 vt show miki changes (Rosnigh gradas |, 1,

Wia), melhatraxals oay b8 and the palunt moditored as pet

rscommendations listed above. Matholrexale should ba discontinued in

any patient who displays peraisiently sbnormal liver function lests and
Iives biopsy shows moder-

liciency W:‘n immunization may b inetlective when given dumq;

Published clinical studies evalualing the e in chidren
and adolesconts (L., patiants 2 10 16 yesrs of ags) with JRA demon-
8! o Bhat observed In adutts with rhaumatoid
anhrits. (See , ADVERSE REACTIONS vd
DOSAGE AND ADMBUSTRATION.}

Maihotraats Sodium for Injection containg the praservative benzy!

B e S L

than ons month of age) foliowing the sdminiatrations of intravencus

snluﬂon: contsining tha pressnvative benzyt aicohol. Sympioms
]

apy. with live virus vaccines Is genarally
not racommended. There have basn reports of disseminated vaccinia
Inlections atier smakpox lmunization in patisns racaiving mathotrex:
e therapy. has baan reported rarely.
Potentially fats) opportunislic Infections, especially Preumocysiis
e e sy
[ prasents puimonary joms, the possiblity o
Posumocystis carind praumonta m‘?&w considersd.
Newrolopéc: Thers have been reports of eukosncephalopalhy toliowing
Initavenous adminksiralion of methotraxale 1o palients who have had

Ieradiation. Seriovs

. muroloxichy, frsquently manifestad as
.mm&nuwum:,mmmmammmﬁ

I0QUNCY among acule
hukenla mz ware troaled with Intermediate-doss Iniravenous

of gisping brady-
cardia, and r collapse.
Organ System Toxkity increased Hr
Gastrointestinal: ¥ vomiting, diarrhaa, of stomatitis accur, which may
result should be discontinuad unil recov-

i patients were commonly noled 10

ary oceurs. Metholrexats should be used with extrems cavtion i the
prasance of pepic Uicas disaasd of vicenative colils.

have Wukoencephalopalty andior ecroanglopalhic cakefiealions on
dlagnostic imaging studies. Chwenic leukouncaphaiopaihy has aiso besn



raporisd In palients who recaived nnmd doses of high-dose melholrex-
o with leucovorin rescue aven without cranial radlation.

Musculoskelalal Sysiam. stiess fracture.

tion of methotrexale doas not always resull in

ARar the Intrathecal usa of methotrexale, the caniral nervous system
mmmmrmuumnnm BCUls chomicel
arachnoiditis manilested by

sion, ataxa, dlnnmla selzures and coma.
This condition can ] uumlm and evan fa

M)ulmm&mm mlu”
tharspy may be indicative of 3 polentiatly dangerous
mwummmwmummwm

sorious visual changes of unknown

tliology.

I‘ulmw:y!num respiratory librosls, respiratory laure, Interstival
paeumondtis deaths have bean uwuﬂ and chronkc intarsuitial
obsiructive puimanary disease uumnmna¢4‘

Uroganityl Sysism: savers Mnmopllhy or und failure, azolemis, cys-
litls, hamaturia; defective oog! permatoganasis, lransient
oligospernia, manstrual quw.hon vanmi dlscharge. and gynsco-
masiia; infertility, abortion, felal detects.
Other rarer raactions related 10 or alirbuled 1o Lhe usa of methotrex-
ale such as nodulosis, vasculilis, mmlghlmnlgh loss of
, disbetes, osies fon death, reversidis
tymphomus, tumor lym syndrome. sell tissus necrosis and

mmm:.mmﬁmpmuummnmu»
oy, inlection neads Lo ba excuded. This leslon can occur at al dasages.
Renal: High dosas of mathotrexals used in the Wreatment of ostsosar-
coma miy causs renal damage 1o acute rena) fallun.
Nephrolaxicity is due primarily Lo he precipitaion of mathotrexate
and T-hydroxymatholraxals in the rendl lubiles. Clese
fenal function including adsquats hydration, urina alkaliniaation and

maasureaMnt of serum mathotrexate and creatining levels ars esson-

tial tor salp adminisiration.
Skin: Sewers, occasionaly falal. dermatiogic reactions, including
loxic mmn. Stvens-Johngon syndroms, axtoliative
. Skin nectesls, and arythema multilorme, have been reporied
hmem vﬁwnundom,wmm
sxmmmmw Reactions ware noted afler
otmllbh mn:-muummummmum

Wm?mam Mathoiraxals should be used with sxireme caution
In the presence of dabisly.

Mathotrexata exdts slowly from third space compartments (.9., phu-
fal eftusions of ascites). This results ia a prolonged terminal plasma
hail-ile and unexpacisd louchy. in plumll with sigaiticant third
$paca accumuiations, il Is advisabie 1o evacuale the Nuld batore treat-
ment and ko monior plasma

Lesions of psoriasis may be sggravaied by wuluum axposurs 1o
ultsaviolet radlation. Ragialion dermalitis and sunburn may be
“tecatied” by the use of metholrexals.

AGVERSE REACTIONS
IN GENERAL, TWE INCIDENCE AND SEVERITY 0' ACUTE SIDE
FECTS ARE AELATED 70 DDSE AND FREQUENCY MISTRA

EF OF ADMI!

TION. THE MOST SERIOUS REACTIONS ARE DISCUSSED AIIWE
UNDER ORQAN SYSTEM TOXICITY IN THE PRECAUTION

THAT SECTION SHOULO ALSD BE CONSULTED WHEN WDKIIIU m

INFORMATION ABOUT ADVERSE

AD REACTIONS WITH METHOTREXATE.
Tha most (raqy reporisd rsactions Include ulcarativa
ool naused, and sbominal distress. Other ire-

Adverse Rasctiens la Double-Bling Rheumateld Artiwilis Siudies
The incidances of Hributed (i.e., placebo
rale sublractad) adverse vuelmsh 1210 18 week double-biing slud-
i85 0! patignts (n=128) with rhoumatoid arthvitis realed with low-doss
orat (u 10 15 mg/week) puiss mathotrexale, are iisted below
Virtually 81t of Mase palienis ware on concomianl nonsteroidal antic
drugs and some were aiso Laking low dosages of cort
costerpids. Hepatie histciogy was Aot examined in these shon-lerm
studles. (See PRECAUTIONS )
Incidence mmr than 10%; Elevaled fivar function ests 15%. nau-

incidencs 3% to IM Stomalitis, Inrombacylopenia (plalelel count

le3s than 100,000/mm?).

incidence 1% 10 3%: Rashpruritus/darmatis, diarrhea, alopacia,

leukopania (WBC lass than 3000/mem), pancylopenia, diziness.

Two olher controded Irials of palienis (n=880) with Rheumaloid

Adthrils on 7.5 mg - 15 mgAvk aral doses showed an lncidence of
intarstitial pneumonilis of 1%. (Ses PRECAUTIONS.)

Other less common reactions included decreasad hemalocrit,

headache, upper respiratory inlaction, anorexia, arihralglas, chast

paln, co . dysuria, eya discomfont, epistaxis, fever, Infection,

MHM tinnltus, ang vaginal discharge

Advarse Resctioas in Psoriasis

There are no recant placeto~controtied trials in patients with paoriasis

1har ate two Neratura reports (Roanigk, 1969 and and Nylors, 1978)

dascribing large seriss (ns204, 24) of psorlasis palients ireated with

mathotrexate. Dosages ranged up to 25 mg nll wask and Ireaiment was

administered lor up lo lour years. With Ihe excaplion of alopecia,

mmmdm and “burning of skin lesions™ (aach 3% and 10%), the
30varss reaction raies in Nese 1eports ware very Simiar 10 thoss in the

rhaumatold artheitis studies. Raraly, painful plaque erosions may appear

(Pearce, HP and Wilson, B8, Am Acad Dermatol J5: 835-838, 1996}

m.m Mlcllm in JRA smm
of advarse reactions reporied in peoi-
;l JRA trasied -m oral, weakly doses of maihotrex-
all( wnwmmwmmmmmwusm(w-
pasients wers receiving concomitant nonsteroidal anti-

%th:a' mm raactions that nave lll por e
w m. concomitant
Bl e % i e, i

reaction to mathotraxate difticult,

A 3 13, nau-
e T, S ot
ation u:‘ bisading, 'l‘:\hglmumm . k
aulu ammia, aplastic anemia, M"’m‘

MMM

drugs, and soma alsoware Wiking low doses of corti-
costaroids); slevaled lver function lests, 14%; gastrolntesting! reac-
tons o, &.@ e, nmkb\q llmhu). 11%; stomatilis, 2%; lsukops-
headache, 1.2%: alopecia, 0.5%, dizziness, 0.2%; and rash,
M% mmmuuhuummmamwunmwmm
JRA, the d dala for doses above 20 moImlM are 100 limited
1o provide relable esiimates of adverse reaction fates.
OVERDOSAGE
:'nmmuhm :emnmrmzquwumm.m

Leucovorin
begin as promplly as passible. As he tme nterval

. , paricarial sfiusion, nd
thrombosmbolic svents (| ane cerebral
thrombosis, deep vein trombosis, selinal vein thrombo-

lmm Mmunlt dministration and leucavorin inftation increases,
ol leucovorin

phisbiis, and pukmonary embolus).

Ceniral Nervous System: headaches, drowsiness, blurrsd vision, fran-

slen bilndmss. spesch impalrment incluging dysarthria and aphasia,

hemiparssis, paresis and convalsions have also occurred laliowing

amm of matholrexals. Following low doses. there hava been
of transient sublle cognilive dystunclion, mood

in counlracting loxicity decreases.
Mom of the serum matholrexale concentsalion is sssential in deler-
mining the optimal dose and duralion of trealment with leucovorin.

In cases of massive ovardosage, hydraltion and urinary alkalinization

May be necessary to prevent the pracipitation of matholrexals and/or
lts mstabolites in the renal wbulss. Gi ing. neither

lllmuon unusw cranial of
ancaphslops

nlection: Thare have besn case raports of somatimas fatal oppor-
lunistic infecions in’ patients malhotraxale Ilunoy fot neo-
plastic and non-neoplastic diseasss. Preumocystis carinl praumonia
was e most common infection. Othar raj nmn;;ummn

Wpels, Aoeadionis: s H.
Simplex hepatis, and disseminated M. simplex.

enerally Speaki
nor pertioneal dialysis have besn shown (o improve
mathotrexals etimination. Howewer, mma cloarance of metholraxale
has bean reporled with acuts, intsrmittent hemodialysis using a high-
fiux dialyzer (Wall, SM ot al: Am JKldmym 20(6):846-854, 1996).
Amlmu inrathecal ovardosage may require Intensive systemic
n, Mnh-dou systomic uu:omln illallm Glurasis and rapio
cs drainage and ventriculolumbar pei
tn posimarksling experiance, ovomon wiln matholrexate has

Qenarally occussed with oral and intrathecal

Intravenous and Intramuscular overdoss Asve also been reported.
Auports of oral overdoss ofien Indicats accidental tration
13 of weskdy Of dvided dosss). Symplome fepon-
+d loliowing oral these m“ eporied at
# reace

DOSAGE AND ADMINISTRATION
Neaplastie Disesses

Oral sdministration in table! form s often preferred whan low doses are
baing administerad since lon Is rapid and

are odiainad. Mathol | Injection and

of urinary chorionic {hC6!

or iass than 50 1U/24 he usually aher the third or fourth course and usu-
atly be fallowsd by a complete resolution of measurable lealons In 4 1o
6 waaks. One to two courses of melhotraxats afiar noimasization of hCG
s usualy recommandasd. Bafore sach course of the drug caraiul clinical
assessment IS essential. Cyclic combinalion therapy of methotraxate
with othar anlilumor drugs has baan reported as baing usstul.

Since hydatidiiorm mole may pracads choriocarcinoma, prophytaciic
chemotheragy with mathotraxate has besn recommended.
Chorioadand thmlsmsuumnumlmmmmqm-
lidiform mola. Mathotraxate ls umm in these disazse siales in

Agt ysars)
<!
1 '
2 10
3 of older 12
In 004 sludy i patients undet the &l of 40, this dosage regimen
3ppbarad 10 Tasull In more consisient CSF methotraxate concanlrations
00 lass nauroloxicty. Another study in pediairic patisnts with acule
Iymphocytic leukamia comparad this regiman 1o a dose of 12 mo/m?
(maximum 15 m) 2 sigalficant raduction in the uu of CNS relapse
Was 0bsarved In the roup whose d0sa was bassd on age.
Becauss the csrmm and turnover may decrease with age, a dose
raduction may ba indicated in elderty patients.
For 1ha ireatmant of meningaa! lsukemia, inlrathecal methoiraxa
bl Qiven al inlervals of 2 o 5 days. Howsvar, administration 3 mluvdl
of loss han 1 wesk may resuil In Incresed subacule toxicily.
Mathotraxals s adminisiorsd until the call count of the cersbrospinal
Droges et oL, kil 0 s e st 4 o
pr agalnst mi X Same as for
Irealman excapt for the inarvals of adminisization. On Lhis subject, il is
advisabia or the physician o consult the medical Sileraturs.
Unloward side stects may occur with any LWI'I Inirathecal injectian ang
are commonly neurological In character. doses may cayse con
vuislons. Methotrexale given by the wmmcu roule appears signilic
I|| ll\c lm:mh dnilm and my €aUs4 systomic methotrexale
antileukemic therapy with the drug shauld
ppropriately adjusted, Mum of discontinued. Focal levkemic
he canlral nérvous system may not respond 1o intrathe-
cal chematherspy and is dest traated with radiciherapy.
Lymphomas: in Burkill's mot, Siages I-ll, methotraxate has
producsd prolonged remissions ln Soms cases. Recommandsd dosage
Is 10 10 25 mo/ay orally for 4 10 3 days. In Stage If, matholrexals s
comimonly ghvin concomitantly wilh other aniltumor agents. Traatment
in all stages usually consists of saveral courses of th drug lnlarposed
wilh 7 10 10 day rast pariods. Lymphosarcomas in Stage Il may
respond lo comblned drug therapy with mathatraxate given In doses of
0.625 to 2.5 m/g dally.
Mycosis Fungoldes (culansous T cal lymphoma): Therapy with
mathotraxats a3 3 siagle 3gemt appears 1o produce clinical raspons-
u In ugo 10 50% of mml lml.d Dosag In sarly stages Is usual-
mg once uuw duction or cassation is guided by
llu\t responss and mmlwle monitoring. Methotrexate has
llu been administered twice waskly in doses ranging from 15 1o
7.5 mg In patlenls wha have responded poorly to weekly therapy.
Combingtion cnmoulmw regimans that nclude Intravenous
8¢ higher doses with laucovorin rescue

Doss (mg}
3

dosas simiar 10 Mose
meu Acute lymphoblastic Iu-mh i padiatric patients and young

have baen wlm in agvanced siages of the disease.
etive adjuvan! chemotherapy repimen unmm

is the mos! 1o pragent

young adulls ang oider patients, clinical remission Is more Gitlicul to

obiain and earty relapss is more Commeon.

Mathatsexala alane of in combination wilh sleroids was usad inkialty for

»mmuumm acute lymphoblastic lukemias. Mors recently
In combination with athar antileukemic drups or

m:vr.ll:wnhhmwm mathakrexats inciuded, has appeared Lo pro-

duce rapis and efeclive rui

lllulont When used for induclion,
mlhalvmlnumﬂu In combination with 80 mg/m? of
m dalty, pmdum remissions in S0% of patients ireat:
od umly mmumsmmmnuummn
other 40snts appears 10 be the dmummlmﬂumw
nance of remissions, When Is achieved and
mumn care has produted rm hmm malte-
Mm theragy Is ln:md a5 folows: mmmu is Mm:mg
tirmios woekly sither total wesldy doses
:omw ummmnommumw .ilw
svary 14 days. Il and whan relapsa doss occur, reinduction of remission
<an again usually ba oblained by repesting th initlsl induction regimen.
A varisty of combination chematherapy regimens have besn used for
both induction and maintenance therapy In acute lymphoblastic
lsukemia, The physiclan shoulkd be familiar with the new advances in
antikeukemic thesapy.
m’npw Loukemia: In the b:numem of prophylaxis of meningeal

An ¢Ho
the adminisiration of ssvarsl cytotoxic chem
additlon to 0

lultmnlll ﬂmw 11 this dosa Is nol sulticieni 10 producs a peak

of 1, (Mmam.):(
mmummmwmn.m jose may be escalaled to
Isunnﬂn'hmnlhumuu If the patient Is vomiting of ls
ungbls 1o folerals oral medication, leucovoria Is givan IV or IM at Iy

$ams dosa and schedule.

mia,

free nnmm-hdumnmwmvmu 1 WmLhanwo
n“lLalc slulos prasarvalive Irae medium such as 0.9% Sodlum Chloride
!

Ym;.wuwmvohmlsum M o1 age and nol on body
surface area, The CSF i m il 40'5 of the adull voiuma at birth ang reach-
o5 the adull volume in sevaral years,

Intrathecal mmm ::x“m nmuumm 8t 2 dosa of 12 mg/mt (maxi-

0d nsurotoxiclty In adults. The foliowing dosage " is
based on age instead of body surtace area: oo

onp® [ Trasimanl Waek
Metholisxale f29m iVasd 4587111218,
Mll"hnlm liJ!.J(IAl.zil
G
sucov
sl m v
10 doses
24 hours aler start
of matholi
L
Doxsrublein! a3 30 mymiday iV x L7
3 single drvp Jdys “r
50 mo/m! v 20.23.33.36
Cisplatint 100 mo/mt IV 20.23.01.36
Sleomycind ;s untts/m? IV x 212262042
Cyclophosphamide g ”myml Vx 213.26.99.2
Dactinomycint 08 mmt IV s L1.2639.42
2ds
“Usk IID nl.. Misar AW. ot 3k: The a¥act ol adjevenl chemosharapy en

relapse- I patients with ostenssrcama of Wy extiamily. N Eagi J of Med
18 m(umuuuu
L



Wiun hass highas doses of methotraxate are 40 34 agministared. the
mmmmuammmnwuum.

gEZ

mmmmmy.llmmanﬁum §0% or
more compared 10 2 prior valus, he cratining claarancs must
[2) than 60 mUmin

be massured and to be grester

{evan i the ‘serum craatiniee is 19 ‘within the normal ranga).
Pallents must be wall hydraied, snd must be \taatad with sodm
‘icarbonale 101 urinary sialintzation

-

[ mm|mmumumvmmmwuemmmm

Inition of the mathotrexals lniusion. hydration at
\zsuun\wuwnmmwmmmﬂm
wmmmnmwmmummnu

b Nmmnmumnmr.omwmum
mmmwmmwm:aumm
mwwummmuammummmw

1panty soltion.

Inlavenous 3

craatining and serum mathovrexate 24 hours after
‘matholrtxale and at least once dally untl the methatimate
feval s below Sx10+ molA, (0.05 micromokar).
Tha tatde balow provides guidelines for leucovoria cakcium dosage
hmﬂumummmuﬂm {Se0 12Dl balow.))
Patienis who sxparience delayed arly mathotrnaty skmination a1
mwmmmnmmmumllﬂMIaan
appropriate leucoveria tharapy, These patents roquirs continuing
mummmwm.mmmunm«mm

5

Ldd

s reiasiituling mathotreate

MWMNW%W
mzsuwmrmm
wawmsmblsmmlﬂ!ﬂ“

ay edrems
) Maximal myslosuppreseion usually

2. Ohidus o o enedl: 2.5 M at 12:hout intavals 1ov thed

ba gradually agjusted o achisve opimal
ucesded
achiavid, each 003308 schad-

guidstings are necassary of appropriate.
RECONSTITUTION DF LYOPHILIZED POWDERS
Rsconsilivts immediately priar o use.

a8 of matholrexats are aoministered by IV
diluted In 5% Daxirose Solution.
\nrainecal injection, seconstitule to concentration
fres madlum such a8 Sodium

%
£
3
5

jum Chiorid
0121 10 25°C cesuls in 3 product which

Sodium (mathotrexale Sodium injectian). Isotonic

intarfars with matholraxate binding to Serum alwmin, of shmina-
fion) shouid always ‘b taconsidared when laboratory abnormalities
of clinical igulcities are observed.
CAUTION: DO NOT ADMINISTER LEUCOVORIN INTRATHECALLY.
Prorisais, Anoumaiaid Arihritis and Suyaniie Rbsumatald Arthriis
Adult Aheumaloid Arthrils: Recommendsd Starting Dossge Schedules
I.SImhmlmnaiuWumwm

2. Dividad aral dosages of 2.8 mg 3 12 hout inlarvals for 3 doses given
38 course Once waskly.

Only
‘be turther dlluled immedialaty

meihoirexals $oGium equivalent to 20 mg 3

ly.
Vial - NOC 66479-137-21 {Dark Bius Cap)

y.
Tharapeutic responss u:ummmun:mcmu and the patient
mumwmmmmwmmuumn.
mmmdwmumm.mmmww-m
Jong-larm studies in adulls Indicate thal the inital ciinical improvement
hmMMw;\m\anmem.wm
?mumnummm.mmmwumwmmm
TMWlMMMymMMWWMWWMMN
Mrnam:mmdmm.(mhmuh-lu
Patlonts Undal PRECAUTIONS.) ‘Asssssment af hematologic, hepatic,
ndl, 3ng puimonary function shouid be made by Nstory, physical
axamingtion, and lsboralory tests belare beginning, pariodicalty during,

Vi - NOG 86475-139-29 (Red Ca0)
1pF*

MMMWWWWM%M 2 mt.
mb vial contalns matholrexats
, and 250 mg methotrexats respectively.
NG 66479-136-11 (Brown Cap)
NDC 86479-136-13 (Light Biue Cap)
uom-wmm-mw

vial
2 250 mg mathatrexale res

XANODYNE

Manutactured fof
Pharmacal,

Xanodyne inc.
Flarenca, KY 41042

E‘DEME PARENTERALS. INC., Carolina, Pusrto Rico 00987

onal;
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1. Controling Decupational Expesure 18 Hauadous Orugs (OSHA
Work-Practics Guidebnes). Am J Hogith Syst Pharm 1996

16 contain an amount of methatraxale 5314891845,

yebow iadiets I L i LL o0 ot alsvd LD, 2. Racammundilan (o e Saln Handing ol parsnena
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Dose
25m

Pack - 4 cards sach Mount
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Slere st caolralled reem lemporatate 20°28°C (80°-TT°F);

mllm permitied 1o 16°30°C {§%°-34°F). PROTECT FRO!
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MLEUCOVORIN RESCUE SCHEOULES FOLLOWING TAEATMENT WITH HIGHER DOSES OF METHOTREXATE

Clinieal Slluation

Normal Methourexate
Eimination
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Ladaratory Flndings. Lovcavoria Desage and Ourstion
‘Sarum mathorexate level approximatety 15mm,wqusmmummvs
10 rracromalar at 24 hours afisr U {10 doses slarting at 24 hours atter slartof
1 mictomolar al 48 hours, matholrexaie infusion).
300 lass than 0.2 micsomolat A T2 hows.
mathotrexate hvel remaloing Continue 15 myg PO, 1M ot IV g six baurs. unth
above 0.2 miccomais at 72 houts, and methatrexate lavel s less than 0.05 micromotar.
mare than 0.05 micromolar at 96 hours
alter agminisiration
Sarum methotsexate lovid of 50 micromoiar 150 myg iV  Ween hours, unil mathalrexate
umaums.ﬂsm Mhhnw\mﬂomdir.mnﬂmlv
or mors at 48 houss atwt adminigiration, qUwee hours, unth matholrexate level 18 less
OR: 2 100% of Draster increass in sarum than 0.05 micromolat.
creatinind evel at 24 hours aer metholrexate
aoministration (6.0., an inciedse {rom 0.5 mpsoL
toalvetoft mg/dL or more.
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